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7) Q Claim(s) is/are objected to. 
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DETAILED ACTION 

Claims 1-15, and 17 are pending. Claims 10-14 and 17 are under consideration; claims 1-9, 15 
stand withdrawn from consideration. 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on March 18, 2010 has been entered. 

Objections/Rejections Withdrawn 

1. Withdrawn Double Patenting: Claims 10, 12 and 17 provisionally rejected on the ground 
of nonstatutory obviousness-type double patenting as being unpatentable over claims 1, and 12 
of copending Application No. 10/363,454 is herein withdrawn in light of the amendment of the 
claims to comprise a heat shock protein and a non-heat shock protein and claim 12 of the 
copending application has been canceled. 

2. Withdrawn Objection Claim 13 objected to because of the informalities (typo) has been 
obviated by amending the claim to recite "comprises an aqueous carrier". 

3. Withdrawn Objection The disclosure objected to because of the following informalities: 
At page 7 line 18 of the Specification, "Trypanosoma sp.." is described to be a bacteria, but is a 
parasite, not a bacteria has been obviated by deleting the term Trypanosoma sp..form the 
paragraph describing bacteria. 

4. Withdrawn The rejection of claims 10-1 1 under 35 U.S.C. 102(b) as being anticipated 
by Wawrzynow et al (1995) is herein withdrawn in light of the fact that the AO protein is not 
described as being a subunit/fragment of a larger protein. 

5. Withdrawn.-Ciaims 10, 1 1 and 13 rejected under 35 U.S.C. 102(b) as being anticipated by 
Laminet et al (EMBO Journal, 1990, vol. 9(7), pages 2315-139, in light of the amendment of the 
claims to comprise a heat shock protein and a non-heat shock protein 

6. 



Response to Arguments for Rejections Maintained 
1. Applicant's arguments filed June 15, 2009 have been fully considered but they are not 

persuasive. Claim Rejections - 35 USC § 102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(b) the invention was patented or described in a printed publication in this or a foreign countr> or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

7. Maintained, The rejection of claims 10-1 1, 17 rejected under 35 U.S.C. 102(b) as 
being anticipated by Phipps et al (1991) in light of extrinsic evidence provided by Swiss-Prot 
Accession number 059663, is traversed on the grounds that the Figure 10 of Phipps et al shows a 
complex of two heat shock proteins of E.coli which has been excluded from the instant claims. 

8. It is the position of the examiner that Phipps et al figure 10 is an immunoblot with 
antibodies directed to the ATPase and Heat shock protein complex, the antibodies being 
polyclonal in nature and would therefore contain antibodies to both the ATPase and the heat 
shock protein, the antibodies showing immunologically cross-reactivity with the E.coli 
ATPase/Heat Shock protein complex components shown in Figure 10. Phipps et al teach that 
one of the bands is an about 60 kd molecular weight protein (see page 171, col. 2, p. 2, middle of 
paragraph), and in light of Swiss-Prot accession number 059663 for Pyrodictium ATPase (see 
reference to Phipps et al cited in this record), the relative molecular weight for this ATPase is 
about 60 kd (572 amino acids). 

Pm*N®t wtmwm ipfar th* Pjteealtom ssmpi&x 
Aati»H& *» mx6 in a mate f*bh: b, j i . m v a I \ >\ \ i emabien 
of tht purified ansplex n F*wrf» campfeft xtjwm mpcMm of 
SO ig mm i*h mi* i&ttM «etss1 siSvaneuus , jt the hca at 
ssimt w&k, MUr* ed by i mgif: itmpemmt^ bcesfcr of fiOngow week 
tow- After moder weefc, 35' mi «f Mori wis s*fcen from, ite iage m 
vsir. Scrum wis stored » -20X. Amtbogy speaiksy detenrirad 

9 m pliabiAiMHsttBbied saline {WiIIhrss ffid Chase. §971) 

10. Therefore the complex of Phipps et al comprises a heat shock protein complex formed 
through complexing with a peptide fragment of the whole ATPase with the active binding site of 
the heat shock protein, the ATPase being immunoreactive with antibodies directed to both the 
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Heat shock protein and the ATPase of the complex. Phipps et al still anticipates the instantly 
claimed invention as now claimed in light of the extrinsic evidence provided by Swiss-Prot 
Accession number 059663 which shows the ATPase to evidence a relative molecular weight of 
about 60 kD. 

11. Phipps et al teach the isolation of the heat shock protein/peptide complexes produced by E.coli following 
heat shock (sec page 1716, col. 2, lasl paragraph) based upon French press cell lysis/extracton ("Membrane-free 
French press lysates of several archae bacteria, the eubacteria E.coli (Also see page 1717, Figure 10, lane h. 
"Escherichia coli"; page 1717, col. 2, p. 2). 

12. Traversal directed to increased constitutive expression, is being viewed by the examiner as being another 
way of saying induced higher levels of a constitutive protein (The E.coli complex was produced by heat shock 
which resulted in an induced/elevated synthesis of heat shock proteins: "The complex is preferentially accumulated 
following heat shock"; the "Living organisms including archaebacteria respond to an upshift in temperature by 
elevating the synthesis of a defined set of cellular proteins, known as heat shock proteins and accumulating them to 
higher steady state levels" (see page 1716, col. 2, last paragraph). 

13. Traversal directed to inducible verses constitutive gene expression is not convincing because Applicant's 
Specification teaches the production of the claimed composition based upon constitutive expression in a genetically 
engineered bacteria without the need to apply external stresses (see Instant Specification page 7, p. 4), therefore 
Applicant's claims encompasses heat/stress protein/peptide complexes that may be produced by induction or 
constitutive expression, as long as the complex comprises the required products that include a heat shock protein 
complexed with a peptide and are endogenous to an extracellular pathogenic bacteria. 

14. Phipps et al clearly leaches the induction of "A novel ATPase complex selectively accumulated upon heat 
shock (title)" and a similar process of induction (see page 1716, col. 2, last paragraph) was carried out with E.coli 
for evaluation of heat shock complexes based upon immunological cross-reactivity assay (see Figure 10, lane h); 
E.coli being a known human extracelluar pathogen. 

15. No specific proteins of any specific relative molecular weight or structure are required by the instant 
claims, therefore the heat shock protein/peptide complex of E.coli contained in the composition obtained by and 
resulting in a membrane free French press lysate anticipates the instantly claimed invention as now claimed. The 
disclosure of Phipps et al still meets the requirements of the claims directed to compositions that comprise a heat 
shock protein/peptide complex produced by a heat shock stimulus, the complex is accomplished in an ATP 
dependent manner and is accomplished in an ATP-dependent reaction (see title "ATPase complex"; fig 9-10). The 
purification or production of a product by a particular process (i.e. the instant recombinant) does not impart novelty 
or unobviousness to a product when the product is taught by the prior art. This is particularly true, when the 
properties of the product are not changed by the process in an unexpected manner. In re Thorpe, 227 USPQ 964 
(CAFC 1985); In re Marosi, 218 USPQ 289, 292-293 (CAFC 1983); and In re Brown, 173 USPQ 685 (CCPA 
1972). Therefore, even if a particular process used to prepare a product is novel and unobvious over the prior art, 
the product per se, even when limited to the particular process, is unpatentable over the same product taught by the 
prior art. In re King, 107 F.2d 618, 620, 43 USPQ 400, 402 (CCPA 1939); In re Merz, 97 F.2d 559, 601, 38 USPQ 
143-45 (CCPA 1938); and United States v. Ciba-Geigy Corp., 508 F.supp. 1157, 1171, 211 USPQ 529, 543 (DNJ 
1979). 

1 . Since the Office does not have the facilities for examining and comparing applicant's protein with the 

protein of the prior art, the burden is on applicant to show a novel or unobvious difference between the claimed 
product and the product of the prior art (i.e., that the protein of the prior art does not possess the same functional 
characteristics of the claimed protein). See In re Best, 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In re 
Fitzgerald et al., 205 USPQ 594 
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16. The rejection of claims 10-14 and 17 rejected under 35 U.S.C. 102(b) as being 
anticipated by Ferrero et al (1995, reference of record.) in light of evidence provided by 
Schumann (2000) is traversed on the grounds that: 

17. "urease is not an antigenic peptide fragment as required by the claims." 

18. It is the position of the examiner that the Heat shock protein does not form a complex 
with the entire urease protein, but with an antigenic peptide fragment of an urease subunit, the 
claims reciting open language thus permitting the presence of additional amino acids in the 
complex of the heat shock protein complexes with a non-heat shock protein peptide fragment. 
The complexes of Ferrero et al comprise two molecules that contain peptide bonds, and the 
binding site between the two molecules are peptide fragments of the whole of each molecule; the 
complex of Ferrero et al comprising a heat shock protein of Helicobacter bound to a fragment 
peptide of a urease subunit. 

19. Dunn et al (1990, Journal of Biological Chemistry) describes Helicobacter urease to be an 

about 380, 000 dalton enzyme (abstract, page 9464, col. 1, top half of paragraph) in crude 

extracts and an approximate 680,000 dalton molecule when purified (see page 9466, col. 1, 

bottom of first paragraph) but the subunits/fragments of Helicobacter urease are either 62 kDa or 

30 kDa, and are therefore peptide fragments of the whole enzyme, the subunits of Helicobacter 

urease forming peptide complexes with a Helicobacter heat shock protein. The rejection of the 

claims is maintained for reasons of record and responses set forth herein above. 

Ferrero et al disclose the instantly claimed invention directed to : 
Instant claims 10-11, 17: composition that comprises a heat shock protein complex of 
HspA together with a peptide (urease (see page 6499, col. 2, p. 2 "The physical association 
between H. pylori HSP and urease") . 
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Claim 17 recites product by process language, but the composition of Ferrero et al is the 
same or equivalent product/composition produced by a different process The purification or 
production of a product by a particular process (i.e. heat shock process) does not impart novelty 
or unobviousness to a product when the product is taught by the prior art. This is particularly 
true, when the properties of the product are not changed by the process in an unexpected manner. 
In re Thorpe, 227 USPQ 964 (CAFC 1985); In re Marosi, 218 USPQ 289, 292-293 (CAFC 
1983); and In re Brown, 173 USPQ 685 (CCPA 1972). Therefore, even if a particular process 
used to prepare a product is novel and unobvious over the prior art, the product per se, even 
when limited to the particular process, is unpatentable over the same product taught by the prior 
art. In re King, 107 F.2d 618, 620, 43 USPQ 400, 402 (CCPA 1939); In re Merz, 97 F.2d 559, 
601, 38 USPQ 143-45 (CCPA 1938); and United States v. Ciba-Geigy Corp., 508 F.supp. 1157, 
1171,211 USPQ 529, 543 (DNJ 1979). 

Instant claim 12: the compositions further comprised an adjuvant 

❖ Antigen extracts (50 ug of protein) containing 5 ug of cholera toxin" (a mucosal 
adjuvant) 

Instant claim 13: together with an aqueous carrier ("were prepared in 0.1 M sodium 
bicarbonate"(an aqueous carrier). 

The heat shock proteins were expressed in situ and extracted from whole extracellular 
pathogenic bacteria (see page 6500, col. 1, Animal Experiments section H. felis). 
Instant claim 14: Ferrero et al disclose a method of inducing an immune response in an animal 
("mouse model") against infection by an extracellular pathogen (H. felis (mouse, cat and human 
pathogen) or H. pylori (mouse and human pathogen), the method comprising the step of: 

Administering a pharmaceutically acceptable quantity (50 ug of antigen or 1 mg of 
whole cell sonicate, see Ledger for Table 2, page 6501) of a composition for inducing an 
immune response as claimed in claim 10 sufficient to elicit an immune response in the animal to 
said pathogenic bacteria (see Figure 2, page 6501, "serum antibodies" of HspA/UreB (whole cell 
extract/sonicate)) and Table 2, which shows 0/10 animal became infected). 

Ferrero et al while not discussing the requirement for ATP in forming the HSP/peptide 
complex, but discloses the association of a Helicobacter heat shock protein and a peptide and 
therefore inherently anticipates the instantly claimed invention as now claimed, in light of 
evidence provided by Schumann that shows GroEL and GroES heat shock proteins to be ATP- 
dependent molecular chaperones (see Table 2, page 6) for associating with another peptide. 



New Claim Limitations/New Grounds of Rejection 
Claim Rejections - 35 USC § 112 

20. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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21 . Claims 10-14 and 17 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. Claims 10-14 and 17 have been amended to recite the phrase "a non-heat 
shock protein derived endogenous" antigenic peptide fragment. Applicant points to page 6, line 
1 and page 10, line 6. 

22. The Specification at page 6 line 1 recites the following: 



H©*M*V«xv endogenous SP-c«^l*w» farow excra-c«.H«i*x 
j»«W«yotic and protoioan ^tAogenic spooiss, moxm 
especially HSP-eoaRplexes from ttess «rgimi«8« treated by 
i*eet shock or other stresses, h* V e not been need as 
& r«e«in»» to Sa«a«M«i»* «»i»»t«, notably vertebrates *« 

ma«tsm«is, birds or eiefe «e«inst th«»e infectious diseaao 

pathogen e* 

23. This 
narrative follows page 5 which discusses combinations of two heat shock proteins, to include 
HspA and HspB of Helicobacter pylori which form complexes together. The narrative at page 5 
immediately before page 6 is as follows: 

|^HSJ?.s fr«j «*tr»-e«iiulac pathogen* the-m»*Ave« hav« also 
b * on wtil*»ed to immunise m»mtmlt»,n sf>t»ci«« ae antigens 
j»ejr «« *»ut »«* *» of awitjeoic peptide f*r*gww*«t» 

except «« coiaqates or hyforisJ fusion protein* . Tim* WO 
S3 *»93 <MjkcsX«Mm»» that the «se ©* 8»ii«ttbact*r' pylori 

tfapA «ad B as inmmc>9«iui elicits a goad ani--i.to.ocly naapooaw. 
•«* iMt tx&eee protein* and tfcafc this r« S poM« x» Bff«clviw 
etjaiast the or«ax»l.«m- S±iaii»rly„ «o P©/40S23 14&93 

diaoloae* «b*b the o*« «' ksp 7(3 72 from Strepwwcca* 

SO *3icits a Sf«o«* antibody response against the»« parofceisws 
*t>o that, this i«»po«»e la ef£ecti»« e^ainet the tvrgatsisw, 
FB.rthe» is wo S0/025S« *4«93 disdesos that the us* of 
TiypajwsOTa-i, Mycopiasraal. or **ycoS»a«tejeiaX HS?a, and 
wpacittiJy «Sf?0, as i«saono<5*j*s elicits a good aotlfcody 
25 resfxwtM *9»A««b these j>»tetos and that this should b* 
aSractive e^ainet the respective araianism», Xlternatively 
US 5830475 uses pxroteine expxetsed as fusions of the 
W^Bovia HSS- ge««a at« a*t*s«n» and «S S736*«4 usee the T- 
oeil epitope of hsgSS e«cwre 3 -abated to poorly i»wmog*«iic 
3 0 antigens , 
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25. The narrative at page 6, line 1 does not provide original descriptive support for the newly 
submitted negative claim limitation that excludes for the claims a complex derived from two 
heat shock proteins, in light of the fact that the narrative immediately following page 6 discusses 
combinations of two heat shock proteins that are known in the art to form heat shock protein 
complexes. No specific non-heat shock proteins are discussed or disclosed at page 6, line 1, or 
on the preceding page 5, lines 1 1-30 to which Applicant points as support the new combination 
of negative claim limitations. 

26. Additionally Applicant points to page 10, line 6 in support for the newly submitted 
combination of claim limitations, the narrative from the instant Specification is shown as 
follows: 



complexes , frcaa the remaining *xtra~e#iitti*f pathogen 
material can be achieved using any .$uit*M* Sechnitpe,. 
for example, the treated organism can: be disrupted by 
nomogwnisation or ultrasonic t ragmen tat ion, followed by 
S «entrifufation to efetaia a crude SS? preparation in «te» 
supernatant. the crude endogenous St preparation* say oe 
used directly as the vaccine of the iev«mii«m. 



Line 6 of page 10 discusses "crude endogenous SP preparations", but this does not exclude the 
preparations that comprise a complex of two heat shock proteins. 

The instant Specification does not provide original descriptive support for the exclusion 
of heat shock protein complexes that comprise two heat shock proteins based upon the narrative 
to which Applicant has pointed for original descriptive support for the newly submitted negative 
claim limitations recited in all claims under examination. The instant Specification does not 
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provide original descriptive support for excluding all heat shock protein complexes that comprise 
first and second heat shock proteins form the claims because the instant Specification 
specifically discusses combination complexes of two heat shock proteins at page 5 (narrative 
provided above) to be within the scope of the claims. 

All of the claims under examination, claims 10-14 and 17, recite New Matter for reasons 
set forth above. Prior art rejections withdrawn based upon the newly submitted combination of 
claim limitations would be reinstated upon removal of the new matter. 

Claim Rejections - 35 USC §102 

28. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

29. Claims 10-11 are rejected under 35 U.S.C. 102(b) as being anticipated by Ding et al 
(1995, reference of record). 

Ding et al teach a Heat shock protein complex that forms in an ATP dependent manner, 
the complex being formed between a GroELS/5mer or 6-mer peptide fragment of a 42 
kda head subunit protein of a bacteriophage, the complex forming endogenous complexes 
within E.coli. that were extracted/isolated from E.coli. Ding et al anticipates the 
instantly claimed invention as now claimed. 



Application/Control Number: 10/049,704 
Art Unit: 1645 



Page 10 



mil Bmhemmry, Vol 34, Nv. 45. !99S 



Head Subunif 



7"\ 



frosts 



Heftdll Bead I ftoheadti ftchgftrf! 

ipi^itpj sjtilfiikas 

Figure I ■ HK9? tad assembly puhwjr (Dada ei aL I995&,b>, 
H* 42 Is tosfcf sotemi tsf jpS, Md> and assess im* 

jlirte wiih K j.-hucim; p"faJ pt^'i, s.v mbte into 

proheast 1. Im Ihe tfanshfon from jmshead 1 1» jprols««d il, &*ds gp5 
pswtM loses 102 ammo acafc from its N-ttmtinus tf« fcs the mum 
of the viral prot&ise, DNA packaging infers a conformation 
chaap -of pretrial II w& crates Ns tnenssitkm to head. 1* !ti bed! 0. 
each Of ifte major liesd suburtiu (gpS*) is covslemiy linked to it* 
«eigf*bers. 



The purification or production of a product by a particular process (i.e. heat shock process) 
does not impart novelty or unobviousness to a product when the product is taught by the prior 
art. This is particularly true, when the properties of the product are not changed by the process in 
an unexpected manner. In re Thorpe, 227 USPQ 964 (CAFC 1985); In re Marosi, 218 USPQ 
289, 292-293 (CAFC 1983); and In re Brown, 173 USPQ 685 (CCPA 1972). Therefore, even if 
a particular process used to prepare a product is novel and unobvious over the prior art, the 
product per se, even when limited to the particular process, is unpatentable over the same 
product taught by the prior art. In re King, 107 F.2d 618, 620, 43 USPQ 400, 402 (CCPA 1939); 
In reMerz, 97 F.2d 559, 601, 38 USPQ 143-45 (CCPA 1938); and United States v. Ciba-Geigy 
Corp., 508 F.supp. 1157, 1171, 211 USPQ 529, 543 (DNJ 1979). 



Conclusion 



30. 



This is a non-final action. 
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3 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GINNY PORTNER whose telephone number is (571)272-0862. 
The examiner can normally be reached on flextime, but usually M-F, alternate Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Robert Mondesi can be reached on 571-272-0956. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Ginny Portner/ 
Examiner, Art Unit 1645 
August 12, 2010 

/Mark Navarro/ 

Primary Examiner, Art Unit 1645 



